SIR -A genetic contribution to the pathogenesis of Pathological Gambling (PG) has been demonstrated by family, twin, and genetic association studies. Previously, we have reported a positive association between a monoamine oxidase A (MAO-A) polymorphism and PG. 1 However, the use of a non-functional polymorphism was a big limitation of that study. Therefore, the purpose of the present work was to further examine the role of the MAO-A gene in PG using a functional polymorphism in the promoter region of the MAO-A gene (MAOA-uVNTR). 2 A total of 68 pathological gamblers and 68 controls were used in this study. All of them were Caucasian and living in central Spain. Subjects were screened by the molecular analysis of MAOA-uVNTR . 2 This polymorphism that consists of a 30-bp repeated sequence present in three, 3.5, four and five copies, has been related with the transcriptional activity of the MAO-A gene promoter since alleles with 3.5 or four copies are transcribed two to ten times more efficiently than those with either three or five copies. 2 We have found only the two most common variants of the MAOA-uVNTR polymorphism, 3-and 4-copy alleles. Allelic frequency of the 3-copy allele was significantly higher in gamblers (44.9%) than in controls (32.6%) (P = 0.043) ( Table 1) . Interestingly, women showed exactly the same genotypic distribution whereas the differences for the 3-copy allele frequency were more significant between males than between total populations (55.3% among gamblers vs 37.2% among controls, P = 0.011). This association was stronger for the more severe male subpopulation (P = 0.002). Finally, the relative risk of the 3-copy allele was 1.73 for the male gamblers (95% CI, 1.06-2.83, P Ͻ 0.05), and, among them, 2.12 for the more severe patients (95% CI, 1.31-3.44, P Ͻ 0.0001).
In the same population analyzed in this study, we have reported a significant association between the less transcriptionally efficient allele of a serotonin transporter functional polymorphism (5-HTTLPR) and male gamblers. 3 Since in this work the less efficient variant of the MAOA-uVNTR polymorphism has been also associated with male gamblers, we decided to characterize simultaneously both polymorphisms. All possible 5-HTTLPR/MAOA-vVNTR genotypes were pooled in three categories that were informative of the functional genotypes. As Table 2 shows, the number of individuals with none or one of the less efficient genotypes was higher among controls (22.1% and 57.4%, respectively) than among gamblers (13.2% and 44.1%, respectively), whereas the opposite was found for individuals showing simultaneously both less efficient genotypes (42.6% among gamblers vs 20.6% among controls) (P = 0.023). As in the individual analysis of the two polymorphisms, no difference was detected between females (P = 0.334). However, a more significant association was found among males (P = 0.003). The comparison of individuals carrying simultaneously the two less efficient variants with the individuals with either none or one of them showed very significant differences among males (P = 0.001). Interestingly, this association was stronger when the more severe male subpopulation was analyzed (P = 0.0004). Finally, the relative risk of the concurrent presence of both 5-HTTLPR and MAOA less efficient copies was 2.75 for male gamblers (CI: 1.36-5.54; P Ͻ 0.01) and even higher for the more severe male gamblers (RR = 3.41; CI: 1.69-6.86; P Ͻ 0.001). Previously, we have analysed other candidate genes using the same set of patients and controls used in this work. We have reported positive associations for the D4 and D2 dopamine receptor genes, 4, 5 and for the serotonin transporter (5-HTT) gene, 3 and no association for MAO-B and tyrosine hydroxylase polymorphisms (unpublished data). 1 Although others have reported similar associations, [6] [7] [8] in other cases our data have not been replicated and different genes have been associated with PG. 8, 9 These results could be in agreement with the existence of different models for this polygenic disorder in such a way that different sets of genes are altered in different sets of pathological gamblers.
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The aggregation of findings in the MAO-A and 5-HTT genes suggests that the concurrent presence of two of their functional variants plays an important role in the etiology of this disorder among the male patients analyzed in this study. Therefore, our results indicate that MAO-A and 5-HTT regulatory polymorphisms may contribute simultaneously to part of the genetic dimension of PG, although, and because of the genetic heterogeneity of this disorder, this may not be a universal finding for all the cases of PG. SIR -Anxiety disorders are common mental disorders, encompassing a group of psychiatric conditions that share extreme anxiety as the primary disturbance in mood or emotional tone. Those include generalized anxiety disorder, panic disorder (PD), phobias, obsessive-compulsive disorder and post-traumatic stress disorder. PD arises when several apparently spontaneous panic attacks lead to a persistent concern about future attacks, worry about their implications or changes in behavior. The prevalence of PD in the general population is between 1.4 and 3%.
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